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Abstract not avallablfe for JP 9503488 (T) 

Abstract of corresponding document: WO 9S03036 (A1) 

The present invention provides compositions comprising an anti-angiogenic factor, and a polymeric 
carrier. Representative examples of antl-angiogenic factors Include Anti-invasive Factor, Retlnolc 
acids and derivatives thereof,.and taxol. Also provided are methods for embolizing blood vessels, 
and eliminating biliary, urethral, esophageal, and tracheal/bronchlai obstructions. 
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14. |^7Ky^-*i#:;6^^°y fL^i^°y :557yP7^ h>'i(^=i:^°y-^-"efeS^ If 

i^mvmn i ~ 5 r^(DmM^ 1 mz.tm(r)'im^o 

16. f^ifD.t^^ii«i-^*^?|p-f sti'^'^^fc^^ it*<^fQHmi33Sfam(^;^& 

\z.tm(D}mm'^^^m ^ t^r v > s :i ^ <^ 1- s 7^ ^ h o 

20. mtPtW^#l^1-5:^fe'efc-^t. i^MPt^^#i^t-5<]:5t-^ Bl^'+jilSS 

. mm^^(om.w. m^(Dmmw, i ~i4ii(D'fm;^)^ i m^mWL(Dimm-x'\m.'^ 
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28. tMmm\ M^-^Mi^/v^^^^^xn-Y K^^-^tf. f**(D|5ffl||23^^^ 
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^ vvv^^-Y^ 5~Fu^) ^x^xj^/^fzji-timum^^^ti'i^m^tm^ 

IIiK«^M1-6^i:^7l^R^LTV^5 Principles of Cans 

er Biotherapy, 01dham(ed.), Raven Press. N. Y. , 1987^#BSo-^) „ 
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^(DmmKXr>xj^m^ti. ^fc~-m'o\^:^mjt^^(Dm^K:^^^x. ^-^(Dmm 

KMi'^h^9)]^^-h-:>o V >'yi-s:^4 y(Dimt4 y^-^^ ^>ai)-U -2. -3 

mmm^M\^xmmmf^^-h-o^m(Dmm^mM^m:i^^LtciRosenhergm. 

N. Engl. J. Med., 1985, 313: 1485-1492) „ 

iEnmrnicj^tLx. mmmi^ML'Xm^(oh^^^n^-r)Mm-^m-^-^^(Dmm 

mmUm^mmi^Xm'^Lm^o ::tlh(D^i$-~^tc}-±\-^i^y^\f^Uy b(magi 

c bullets)] i^mkxh^^^^it.mmtm^^^'^xmmi^x. ^mmammm 

^5^Cl|L:a^O^-t- t ^^"^^^5 (Dillman, "Antibody Therapy" , Principles o 
f Cancer Biotherapy, 01dham(ed. ) , Raven Press Ltd. , N. Y. , 1987)o b^^L 

^^^(D^y ^ t2-i-/].tn.mtr.-]'n^~^^^^M(D-h(DXh^ s %-dxz. 
t^. M'[mm(o'i^mKiin^±fmm}i\.xm^fix\,-^:itxh^. ^ 

5o 428,000„ ^m^l^X. 202,000ih^\^^nmm^^B^h-^ltB^(D32%)n 
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*3^v>T. m^j^mm^^Mm$.^m^m.m\^w-^thx\^^^t:dmhf)^xh^o 
hmwf&^nm(Dmhj!)^um^mmLtcmt(D2cm&.p^(Dn^AxnmLx^ 

, 6oo^(DBm^m(DMm^mimm^^nx\^^^o m\^m^\^f-B^(D^i^^^ 

moemboiization). Mmmit^mm^xijmmp^tmmmm^n^'t^o u/s^u 

;6^^c5%^^*^v^T. ^^-Dmm^nmm\m<^fcm^(Dm^^\^i5-2o%K-^\^x^mx 

. M^mm. ikMiat). ^xmmLtcmmyy^';^:^ 

h 
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flf (7^:^7"V7(Lyodura)). 7 -^XT t^x:/(Avitene)) . ri^- 

<f^/7^7'yyl^ (^3 h >;/7°(.Tachotop)) . y t^' ^/l^T /V^ :^K^v^ (PVA 
; ^/-^n^dvalon)), /"^ y A — (e';^(Biss)) *5 J:t;Si«9 ^LW 

:^y-l^ ^;65^^$^^TV^§o —^Wi:^'Tl^Y(D\\^m\t'^ir—)\^-^y-^-y V (Wal 
Istent), M/:y;^— b (Strecker stent), -y^ATl^V}V':^7.y'^^\{ 
Gianturco stent):fc J;t)^/-^/W:y;5;7^^ |> (Palmaz stent) ^'S'a't' So Ld^L^c? 
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tmm ^ fi. m^mm skm^^ yr^^^^mwr^v-^-mi^^^t^ 

P:77^^ (Anti-Invasive Factor). / 4 lV^^(Dm^Mi^. ^^V- 

/K ^^y—Ji^miSii^^Xt^^^y—/^W^W: 7 (Suramin). TIM 

p-1 (^ if -l(D|ai5|3a^^J(Tissu Inhibitor, of Metalloprotei 

nase-D) . TIMP-2. ^ 7 ;^ ^ 7 -^>T ^ ^^-^ ^ :/ 1 t^^^ — WXXf-yv 

y^y-^y-ry y^y}i\fy — 2 t^hfi^ U^Dm^^mm^^-^'r ^ n^m 
IS^v:SlJ(D7^|SB^c7)M®^-*5V^T«. yv-yVii^^^-^fi. Uy^'ryV\t-^m 

\^mmmk-^^^. ^(DmMu 1 mj.±.(D^-i&.m'^m'mf^mx^m'^f\^x\^ 
ho -^mmi^(ommz.^\^^x\-i. m^m^(D\HW-^w!k'rhivm^^^'^fh. 

"^mm^^^i^. t%mik(om.m~tAimmw^^-k.mmmmmx^m.^fhx 
j6'9. ii<\.xt%mm-tmM-^^h. if%m(Dn^ (Dmm\^-ii\^^x\~t. mmy^ 

^•A-tsxa^^tp. ^mm^w^^-thiim. ^^-a%m/%^-xy'ryh^ 
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%m.mx^m.-^f\^x\'^^o ^wmn^<Dmm^-i5^^^x\i. fm:^'Tiyv^m.n 

mmmA-f^iiU^^t^. mwpf^^^^t-^;^?*^ m.'^y^v-y-v^m.mm 

® ^ ^ y -j\^^mmmx^m ■^f\.x\^^^o 
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P-(Federal Law)}^. t h COf^;^{;i:fe(t 5^^J(7)j£^;d^ y :r.7'y ;VjS/<y ly 

— K& Vyy y^T K5;:=^7v h U—^ya ^/(Food and Drug Administration) (Cfe 19 
. ^^■^51^21 U.S. C. § § 301-392f^f^}i^ttTl^6. f)^A^^7m-^i^U-t ^tc 

■t^MUh. 42U.S.C. § 262^TT^;ibtlTv^So mwmmu^<<^m^ 

/J^i^W ^^t-^l^^^;^ 7^ ^ ^/^^^ (corrosion casting) (^^fl ; 1300x)-T?fc5c ^ 

^tf4^K^(M). *3j;t/^.ji(7)F^E^-(En) (400x) ^^tp, ^lEHfl. m-T-ilM 
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^2A. 2B. 2c*Dj:t/2Diiitt. ^ ^y-Mzmmmmvfz.m^MBLf^4m(D 

M4A. 4B:fo^J;mcl21}i. ^ti.^^tb±te<^m3A. 3B*d J;t/3C|g|l::^ L^c^^ (7) |sl 
^5|21«. i5:i^J;oT^$ix^c:^/m(D|4f^5j'^(5%PVAcfJ(7)10rag-i- b y ^i^;^ 

^ ^ ^^^i" 5 5 %ELVAX) ^ :7 -e 5 , 

^-a ^-t 5 5%ELVAX) ^^-r# 7 7 -XT S „ 

H 9 Hlft. 10%(DNaCl ^-^^l-SBroPVA^^-C^^ Lfc. 10mg(7)":h f y !^ A ;^ 7 ^ 
^/^r^^-r 5 5%ELVAX^/J^3t ^ :7 T:^ 5 „ 

^lOElJi. 10%c7)NaCl^^tf5%PVAcf^Tl^J,^L^c. 10rag(Z)^ h y 7 ^ 

^-t^-r ^ 5%PLL'#[/jNm(D . S»T:^« b/' ^^^^^ •^fr-'^WfyyXty-^, 

lO%C7)NaCl^^^-rS5%PVAcfJTl1SjagLfc. 10mg(7)-^ b y 7 

miSAHIH. t^'W^lli^^f^t-EVAiPLA^y-^-y^V^ Ktbof-^ffl^^-f 
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-Vh^. ^ISnmn. 0. 6%w/vCO50:50EVA:PLA^°y yV^/ K#/J^Jt/0^p3(D y 
(pH7. 4)rt--©37°C(^:font5^ Vt^^ h ^ ^y-;^mt^(D'm^^i\:. 

h^o Bi6C0«. 5%(Di^ ^y-ji^^unvtcm-nx^^mhfzcm^^-t^M 

mi7A*5j;m7Bi2ifi. ^ti^^thEVAy ^ /i^j^-^>h(Di^ ^y-zvotkHi^xxy^ 

yy-vh^o Mncm\~±. ^^y—jv^'^~^-^j:\^^EVA/Fi27y^/\^J^(Dmm(Dmi^ 

^ /vj^.cDmmo^BM^^Womm^^'tmxh^o mnEmn. @-^(^eva/fi27:7^ 
uyv\z.m-r^jt:bMm^m^i^^\^fc^^yyxh^. 

mi8A*5j;m8BiI|f^. m:1j^\Ci6^1rMe?EG(DmWctLX(D. PCL/MePEG/K 
V-^—y'U^^Vmt'^. (18A) ^^m%^Ju'PK^^^^yieFEG(Dm(Dm^tVX 

tiiPOfiJ-^ (18B) ^7]^t"2-0(D^^7 7Tfc5o ^ISCEltt. fi^ (DPCL/MePEG 

Tt^V'^—y'^yvomm'i^^i^'w-hfz.^^yyxh^o ^i8Dm\t. a^(DMePEG 
yyy^xh^o ^isEEifi, i%(D^:¥y— /i/^tw^-^fcfi^(Z)/Ky-v— ^^v^/ 

K^^b(7). llB#(75^dry-yi/^r^l±i^^^i-:^^^9:7-trfc5, mi8FjoJ:m8G[m 
, U^(Dm(D^^y—;\y(D, 20%MePEG/PCL:/l/>' K;6^bS§:tb^tl/c:^i5':3f y— /V 
ft{3:^S't-?;'j^S:/T:i-^7y^~Tfc6o ^ISHKlft. MePEG/PCL^y -^-(7^51^131 

$ \lr s^i-MePEGt^^H: ^'yyxh6. 

Ml9Amn. CAM±(Z)=i ^ h /V i^mWO) ■^—^-<-y. h (thermopast 
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-rs©^-. j^j^fft 3 "CAM" )T y-^^ ^^-t-t^n^ (Diom-^mM, 
^tm-ikmMyr^ ^(D-^y-yji^^-^t^^ ^yi/ir/vp-^x-Y y^^^mm± 
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i^m-^^^. m±}t:i(D^ti^(Dfcm^m^l^tc^'>:^'^'f^l^^'^tir^ (Robertso 
nm, Cancer. Res., 1991. 51: 1339-1344 (75 r i:) „ r^JCfESi" 

mm 5 ~ 7^^m7--mz. x x> tmm^tm.-r'ho 

^Mjl^m^T^^o ^(DiXm^^Mt. trL-Mi|:77^^ (Anti-Invasive Facto 

r). u^/4ymi^xxi^(DmmWs ^^y-/"^ -.^^XU^.y^y. TIMP-K TI 

MP-2, -7"^::^ 5: y—^VTi^^^-^—^-^ i/t t'^-1 (Plasminogen Activator Inh 

ibitor-1) ^2:xiyyy^y-^yry^^-^^y\^ \^^y-2-^^hfi^n(Dmj^ 
mmKnx.\-t. $)^'W(Dmmmf)^hmm^n^t7i-mmy7y^mh "aif" \t 

h(Dm:7^n7n(DWj^^m{<50, OOO^V^ hy)^ >'/N°:^^S¥&'a^b(Kuettner & 
Pauli, r|)(#:77 ^^i-ctSfrJto-W^^^^PM (Inhibition of neovasculariz 
ation by a cartilage factor)] . ife^^CO^^fe (Development of the Vascular 
System), Pitman Books(v//-^7 7 a >'-»'/i^°v^':> A (Ciba Foundatio 

n Symposium) 100) , pp.. 163-173, 1983). t^m^ltM^ (Dy'^y^T—^KMir^ 
mm^Ji^^^'t^n^'^^y^'^^M^-t'^'f'^^^isentem^, Am. J. Pathol., 
1975, 81:337-346; Langer#, Science, 1976, 193:70-72; jo j;tJ<Horton#, Sc 
ience, 1978, 199:1342-1345), ^mmi^^^^Xi^m-t ^<^\^Ml^tcMFW^mf 
X^MU(Dmff iif^l^l-f. Eisentein^cD±|S:J:i^. Kuettner & Pauli(D±ffi^fi^ 

. m^i-£^'W-^M(Dm^Mi "GDI" )(Moses#, Science, 1990, 248:1408-1410 

y^j4 ymmu^-^ Y^)v ^ :^j3^6^(Dixm^^'^ bx. i&iwff^^^^pt^^ 
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ft. M^ifti^^^-^^ ^ ;^M± (Sigma Chemical Co. ) (#R2625) ^'S'a^SIS^CTc:^^ 

^^y—Mt^^7.X^yu\fy^VT(Taxus brevifolia) :y^:=i— ( 

Pacific Yew)) (D^Sr^*5j;t>VN°^>7^ 5/^^— (Pacific Yew) (D^ ^ y-^^ ± :>^7 
>- K l^T-:^^ (Taxomyces Andreanae) *5 J: tJ^^^x >- K 7 f" :7 (Endophyt 
ic Fungus) ;6^t#ttL5) (Stierle^, Science, 1993, 60 : 214-216) ^ 
tb^cv^x/^-<y^ KTfcSo ^=3ey-^Uf^f-^^-/i; ^(tubulin) 

IS^-t?) r ^ f- J: 19 m/J^W^«3t ^^^{b am^^^.^^^^'ffil&M^^ffM-r 

^ <]; 5 Kim t^o r ^ y J ( r r -cfi ^ y -/i^mtUit^ ^ ummi^ 

. -^Ij X. J^V^ y ^ >^ (Baccat in) *5 j; t/^ y 7" — /!/ (taxotere) ^ 'S'a 1" 5 CD 

^5>if"^^^^coi5^^^iJfflbT^:i,J;ii^MTt?> (wo 

94/07882, WO 94/07881, WO 94/07880, WO 94/07876, WO 93/23555, WO 93/100 
76, ^S#f^^5, 294, 637-^, IH^S, 283, 253-^, ^^5, 279, 949-^, |WI^5, 274, 1 
37-^, 1^^5,202,448^, 1^05,200,534^, ^05, 229, 526-^*5 J; (J^EP 590,267 
W^h^m(D:it) fcSV^^^f!Jx.^^>^^V<^^;;^7/^|± (Sigma Chemical Co.) 

tt\ y^y^iynm^oj^Mm'f-. mx_i-f!k/bm^M(Df^Mm^i "PDGF" ), m& 
^k(Dj^Wf-{ "EGF" ), m^j^^mf-i "TGF-i3" ), 4 y'y^v i^-mj^^m 
^( "iGF-i" ):is^xj^mm^mmj5^^m^( "/3fgf" )m(D^mmmmm'i^^^ 

^<>-^;!77^|±(Mobay Chemical Co.,), N. Y. ^"^-^-t^m^ (DM^%f}^h^M}\^ 

(Gagliardi#, Cancer Res., 1992, 52:5073-5075; Coffey, 
Jr.^, J. of Cell. Phys. , 1987, 132 : 143-148^#Ei(7) r ^ ) „ 

y ^ n i'—']f-l<Dm.Um.WM (TIMP) MTPT-if ^ >b57•f^^^1-S l^i^ 



(19) 9-503488 

tSo TIMP-2«21 kDaCD^iJ'^y =3iy/Hb^ W-^i^^R-efeoT 

6o TIMP-l*Dj:t/TIMP-2^#J^v-^VV^XSynergen). 7Vv^^-. n p ^ K^(7:) 

?)o PAI-lftt-PA:fecttJ^I^.^<Z)/-<yy-r^/^(basolateral)f-^ b (ilfc^t S n =^ 

PAI-2t^56 kDa(D^^-/Ny®TS)oT. mmMm^^n-^^ 

flimt. ik/b-mm^4 (>^y'-^y-^;^/H±, #F1385) . y''u^ ^y-^/Uy:ji—h 
(Protamine Sulphate) JV^^ ly (Clnpeine)) {Z^^-^ ^ M±. #P4505). ^ 

mt^^^WMWi^^—y^yy^^y^^^WvieQn crab shells) /^^ bflM) (v^y^-^ 
^^:)0M±. #C364l; Murata^, Cancer Res. , 1991, 51:22-26). W^ft^'Uf- 

t^). "^1:2;^^^ ^/(Staurosporine) (^>yV^^^M±.- #54400). 
y/n y ^-|Ifeif2is:^'S,^-t-'5-7 b V y ^ MXmfOmBMUod^Utors of Matrix Me 
tabolisra) (L-Tir"^i^>'-2-:*/l//i^>0t(LACA) {y ^'-^ ^ ^ M±. ttA0760) . 
v^T^fc KP^v/y^pyy-. d,L-3,4-xt Knypyv (v'yV^^:;(7/V^±. #D02 
65) ^^-ry°^^) yiiy^^^^K^Mt. #T0631)). a, a-v>t°yv^/V 
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(v/^V^^:;^7M±, #D7505) . 0 -T ^ / }i°:t^ h V ^l^y^ h i'^ V 
-7^^y&M±^ #A3134)). MDL 27032(4-7°n tVl--5-(4-t'' P v^^/^)-2(3H)-;^-^ 
f-y'n ^ U WV^'i^ y f-— f-^ yy?>X'f 5^:3.^ h (Merion Merrel Dow 

Research Institute)). ^ b V^y^±-h ("^iJ^V^^ ^ ;^M±, #A6770; Hirat 
a^, Arthritis and Rheumatism, 1989, 32:1065-1073) . ^ h ^^^f- V h n :/ (Mi 
toxantrone) (Polverini and Novok, Biochem. Biophys. Res. Comm., 140:901-9 ■ 
07). ^/^°yy (Folkman, Bio. Phar. , 1985, 34:905-909; v-^^^^-^^^r ^ ;^7/H±. # 
P8754) . -fV^ — 7 3in^/ (f^!jx.«\ ^ ^ ;^ 7P|±, #13265) . 

^>:/y^-lk?t (^>^V^^:^M±^ #M7151) . ChIMP-3(Pavloff^, J. Bio. 
Chem. 1992, 267:17321-17326), ^^y^^f-l^ (Zy^^-^^ ^:fyM±. #C7268; To 
mkinson^, Biochem. J., 1992, 286:475-480) . H - i^^ ^T^^ h V >''r h 
'y'ftl^jvy :x.— \- {'y^'-^^^^Mt. #C4767) . ^/K^^-r^ i/^^. b 7 
-x';^^i/(iXi^V<5r^:5&M±;0^bA¥BTtE. Wang & Stearns, Cancer Res: , 1988 
, 48:6262-6271). 7-^^ y (i>i5^V<5r 5; i7M±. #F677l; ;^-^^^W^||2, 024, 
306-^. Ingber^, Nature, 1990, 348:555-557). b y A^;^-^ I/— h ( " 
GST" ; v/i^V|±. G4D22; Matsubara & Ziff, J. Clin. Invest., 1987, 79:144 
0-1446) . D-^^ VyXVi. "CDPT" ' ; v^^V>5r ^ :^M±. #P4875*/c:ttP5000 (HCl 

M±. A0914; Holmes^, J. Biol. Chera. , 1987, 262(4) : 1659-1664) . \f7.r 
yYVy (-j-iX 3 >'^T"^ 5^^— b (National Cancer Institu 

te) \ u^yir^) y Y'y'TY^) ^ d>.C^-{2)-'fy jVif.^^yy ^av^Ty'::^ 
u V 3 "CCA" ; Takeuchi#, Agents Actions, 1992, 36: 

312-316) . f-y K-^-f K. T>'=¥;e-;^^x^ :yi^;^xn^ K. AGM-1470. 

v/T ^ / ^ c?^y^-/K 7^ ^ n If PW^ij. M ;i «^BB94*5 i t/-? 

:7°^ KCDPGYIGSR-NH2 (iy-^^/;^ (SEQUENCE) ID No. 1) (-f 17 :3r;ff ^ ;^ , 

07|s:) ^'^•^-rso 
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:7Tf-y>^^/^>^J:tJ^#-^7^c^^ K^^7L-i^5!E^( "NSAIDS" ). M;i«^T:xt° 
V^s -{y^y'xiy a^y, i-y°u^±y, y aujif^jvy y ^ 

5-yy^;rn r>y v-zv. If ^/:7^'7^^^/, K^-y/Vf^v-V, TKyT-^/fv/ 
y^^ctt^^v^y:!!:/) . J^Mt^^tl m^\t^ Cu-64. Ga-67. Ga-68. Zr-89. 
Ru-97. Tc-99m, Rh-105, Pd-109, In-Ill. 1-123, 1-125, 1-131. Re-186, Re-1 
88, Au-198, Au-199, Pb-203, At-211, Pb-212fc J:mi-212) fe5V^ttb=¥-yy 

m^\t. V'yy. ryy:/, v^yy^y r ^^^/y, ::^uyh^iyy. ^xj=-v 

(gelonin), B ^ y ^^-^ ^if.^ (D^- t> A J\^~^^ ^ . h y f-y (tritin) , 

y^y h^v/y*.^J:t;ya.y K^-^y^#ilA) ^^^^f s^i^^^^^So 
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s). ^Mm. y^y'v y-^i^. ^y(d,i-^^^K) . ^Ky (d, i-^^f- k-^ 
-^^y^y^K) . (^ry^y-fK) . *°y {\:v^^iyy^'^^-h) . 

y (T7i/:¥/v;^"^^^^- b) *5J;t/^y (:;t-y^h^;^T-/v) lllu 

ra, L. , Davids, S. S. (ed. ) , "Polymers in controlled Drug Delivery" , Wrig 
ht, Bristol, 1987; Arshady, J. Controlled Release, 1991, 17:1-22; Pitt, 
Int. J. Phar., 1990, 59:173-196; Holland^, J. Controlled Release, 1986 
, 4:155-0180^#flS(D- o ^-^Mm^'V-^-OiXm^^mn. EVA:^^" 

y^-. i/y :3->^ri'Ajo<j:-G?7Ky (^^/i-^ y v-- h) ^-atfo ^t-^?* 
Lv>7Ky-x'-mi$:fiEVA=i7Ky-7- mx-it. elvax4o, mmm^^^-^^x^m 
L/c/Ky {:i^^u>'-mm^'=^M ^ v'=Lrsy{DuPont)^±t^hA^'^m . *°y 

/K y -^-mi^nm^ mx.\ti- / m (nanosphere) * /^:^^^)t/J^^^. 

:^yy^'^tM:^':f±;i-mVKXm^'C^^ mx.it. Goodeii#, Am. j 

. Hosp. Pharra. , 1986, 43:1454-1461; Langer^, "Controlled release of ma 
cromolecules from polymers" , Biomedical Polymers, Polymeric materials a 
nd pharmaceuticals for biomedical use, Goldberg, E. P. , Nakagim, A. (ed. ) 
, Academic Press, pp. 113-137, 1980; Rhine#, J. Pharm. Sci. , 1980, 69-2 
65-270; Brown^, J. Pharm. Sci., 1983, 72:1181-1185; Bawa^, J. Controll 
ed Release, 1985, 1 :259-267^#a^(Dr ^ ) o 
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T. -^y5*7^;M^/m(M:i«\ 0. 1-500 /im)(Z)|5ia(Z)f--f X-T:1^j^-t^ 5o fll 
^i-f. M«^cOBW-e^ffl-rS^l^. 15~500/im, 0 

S L< ttl5~200^m. :t^0*U< tt25~150/ira(D|5iacD^/m^ UTI^^TL-ifiL 

-^-/liT- ( r^yjtJ thm^) Mx.}fo. 1-3 lo 

-30 M rn*D J; mO-100 M m(^»!j 8 #38) § 

BJ<^llitt)fi-^/*5^-i bT©/Ky-7-4'^^|B'a^T?t?) (-I^^i^ti. Kreuter 
, J. Controlled Release, 1991, 16:169-176; Couvreur & Vauthier, J. Contr 

oiled Release, 1991, 17 : 187-198^#BS© ^ ^ ) , r. © J; 5 ^c^"^ / * 

i^ymi- ( r':h7^j t^i-t5) ttrAl5^.?i^-fX, fll^f^O. 1-3 Mm. 10-30./Z 
m*5 i t/30~100 nmmmm 8 #0?.) "CaiMT t 5o 

mmt. h^Um a?!lx.«\ 37°C^Mx.^?M. f!jXL«'40°C. 45°C. 50°C. 55°C 

°c^m(D^^m \^xmi^^t'n^-mit'^(o-h(DtLx^x,hti^o roj:5^c^ 
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looMniTi^tif^ff^^t^Oo -A^ij^^y^/^j-^mj^i^i i-±mm±v$,m^^m^i^^ 

mmsk'^^mmi-^^x. tmu^rnvx^mi-^o :i(Dmu^ntc$Mm\^M 
i.xim-tf-m*±^tit-ikmimm mm^xnm^(DW^^-^'y^<D±i^(Dm 

x\ mmm-\±xhy). ^tiik^:^y'-y'/^x(Di[^Ai!}m^xh'o . wcMB^m 

m±x\ ^(Drm\^:^^^xmm^-^7Km^i'dxh'o . BMxh^. ^^oi^^e(Dfl# 
M.xm^mm^tcn-^^ y:xmMj\z.A^x^ ^h(Dxh^o Mt-. 
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(I) mm mn\tm^(Di,(D) (D%±mw.. {2)mm(om^. :^j;tj^(3)-B# 
mmm^^^^xmmx-^^. mm^Mx.\t. h\^(Dmm\-^. utu-fm^mm 

{mmm m^\t. mmm \z.n\^x\^. ^mm(Dm^^mAmm^^(DW.mm 

B\zm<^±Bm(D±^mm^mMx^ mwrnmit. ^^fim.'^. m^itmik 
m-X(Dm,^Ms m^(D\H'j^mmm(Di^m\^<DYfm^§:nfcB^\^^hti. ^^x 
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ti§oT. mamm^'^^mmmmm^imi^xm^^'^mxh^ titmh^^ 

\cmm^m^m^xn^^^Lfj:\,\ zcommum^it^ti. ^^o^-ig^ 
ttTfe^o Mmmi^^^'xi-^. mmn^j^it^mtf^^. ^W(dj^m^^v^^^j\^ 
^>z^^i-Mcm^^-r. ^--Dmm^m^m^xmmi.. ^mmmm^x. 

m^^\^xwAh. mn^m^\^xmm(Drx\ mmm^^'ki^xm-^'r-j- 

jv^M<:Lt\z.^y)^ Mmw^Xmrn-^^h. z.(D1ov—^jv-^. M^^c^^Mft 

'i^-t^m(^%±^mm^^mt'r^^xmmMm\^mm-^^. -Ijxx^^ 
iWK)^<<Dmfm^^n^mmKm'^Wi^-r^fMm\^x^<. mmm\z.\-t. 
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mW(^5Ms »mM^ mmm. ^m%. ^m^s mm^. *3<tt//j^ 



(28) 9-503488 

7^/^^3itT^itS^ t^cJ;oTf^-^-tr^So :l(D1i^-^)V^. Mtff^jsfeaM 
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mm7.7-vy^ mmT.j-^y.y. m-^^fw. mw*5J:t>*Mji^7^vb> ti 

x^^o :^Tyh(Dimmtmu mm\t(Dm^\Hmm)^. ^^u^mmMim^ 

l);^7^VhJ ^Mt-^3^H#f^m5, 147,370-^. ^ ^ i 11 

^^tpfcsv^(mmJ5jttlT1t«L/c;^ y A-r?):^?*^ 
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AT#. ^K\^^xm:^y'>.vmj\'&(D{iLW\m\^fz.h. :Lfi-^iK^mMz.^xmm 

mKm\mmn-r^. :ifih^w\~Xf\--^fmu^m\^xnxx^ . t--^m^t 
\^x-k^m^(D^mt.fz.\m^-kmw:-'^m\nmx^h. :L(o:^v-i^v\-t^^- 



(31) #^^9- 5 0 3 4 8 8 

(f!lx.«\ /■?/W-/:y(Palmaz);^-T>' ;^ M/:y (Strecker) ;^ 
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r i:tcj; i9 (^T. ^mi-tr(7)MW3^f^Ill. "PTC" ). p. f 

(p^m^j^tfmtjti^iis HP-^ "ERCP" ) ■h^\^\tmwm^(DmM 

tm^^\.xnA-^fh. --i5X7t<D%m^^^c?xh^m^\^\^. i^;^x>^http 
myx\ %%m'^^(D'm^n^^mmm<>xwm.-r^^o\mmfmM.mh-^x 

i—D(Dmwimm(omm^'m,\^x. %%:^y':yYtm'^\zMm^fix\^^^}i 
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-^. mmz.Wsm.-^fhf-^}i^m^^fMz.nmx%^o 

^^o\z.^ }it^(ox.otm-^m'f^'^mmmx^m^tix\^7^. mm^^^\t. 

■%^^^n%^^nu-i6^xjm^hm\^^^^mm.-t^'^xh^o pn^tsw 

m(Dz.a:>mm.\z.^\^x\t. -m.mmxm<Dm^ {mn\t\Hmm) ^«lt. 

:^'T>VnA(Dfz.}b(Dm%-^Mi.W^'^'^^-<^Xh^. 7k^^X\ -^v—v-^^^ti 

\t\HU^^n^m^xwm.'^^. ^-m%mmmmi^x{^A^^^ 

icx^umrxmmi^x. m:^'r>' hmmmm^mw^xjEmimwir:^, 7x 

tcv^mtLxi6<^ WA'i^omm m^itnm^m^mi:) mmmm^ti 
tc:i t ^m^^i-6fc^\mmx^ 

-^mM^mmxmm^tix\^^^. mm^mx.it. mmi-i^^^^^^i^xBrn 
^^hmwi-^fc^<D^xh6. mMm-x\^x^. w^mmmiLB^m^mmn 
mm(D^m^(ommi'^w.mirjumom^mx^^^x<Dm^\^'^]:.. mm^m^ 
(Dmmm^^i^m^ir^ ^(Dmm\-j^\^'Xit. -mji^WAmmm mmt\HU 
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•t^o m^. f^i^ !9 as L;^x— r 71-^1^* LTs m^^'T:^ V ^m^(DitmxBm 

M'^-^j:iu.m^h^::t^mmi-^oKmmx^^o 

wm. m-w. wm. ^^nmmm. ±^M*5cti/^is#«K-^gp$r^^-rso 

■^rm\z.^tc{tmmKnAL. mmmm^i^^^mmorx. wt^^^t 

m^^^w<^xmm^^^:i t^^x^ WAm<DikWT^m^. :^T>h(Dm'^ 

m^mm^ fent 5 fell - jkwffmm^t) mm 
±Bmu<. m-ik'wmmmmitfxm^mn^'m^^v^xmmx^ mx. 
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^im^6-^im(Dh6hh^6mm^^^'xmmx^^o f?y^«\ :^mm(D- 
mm^m^xit. m-ikmrnuf^mx^m^nx^^^mmp^ y^y=^^. mno 

^mm(DW£:5mm-:^\^'xn. mmmm^-(V(Dmmmii)^mm^ti. 

^^tj>o if%m(o-mm\z.-^\-'x\t. m^-^m^Mmm {-^t^n^-^^W' 

m. m^^mm^^^'r^ixm^mm(Dmmmm\::^^x^^. * 

4 hKn^i^x. uz.mihm^f^i&Mmmmm-t^z.ht^x^ho 

mm^-n^\t. ■mm^mmmm^i\:>-^f\^x^^ . wh^m^(Dmn^^mm~t 
m'^(Dmm^m'-t ^ b \z-m'^^f\.x\^-^. ri-ox. mmm(Dmx ^ ^ utut 
mw£<Dmwmm(Diu.w:xh^o ^-$Mm<:-i^n6}t^^^h^-^immK #<9S 
mxf-i\^mm\^^n^^^x^^^mM:X^um^xh^m^. mm\^. mmm 
±(DmMz^mm^^m^^i-^(Ditm^xh6i)K m(DmmuiLm'r^m-(Dmm 
^mu'^i^m^^ir^'Dimmxh^ mmM\^mmir^-^x\^^^\:L^< (d±^ 
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wmm m4i^B(Dm^mmoo, ooo'^fc\)8-iexh^. B(D-^Mt4^ii(^^ 
mtpm^^'^^xh^. mmmmm^^^'x^x.. ^(D±^m?^i^T:yiti^ 

^mmm\^Bmi^fm}^m^xnifmmm\^x^mx^^mmm(Dimm^i 

ID . w^Mi m^ii. wmwwmm^^um^ 
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, V ^--^^mmi!^. m^mmj^mn (±-esi^Lfc^i©) . r.Tti-j^mit 
\ky'y^. mmmmmm. ik^mmmm. ^-?g^tt#4fT. :t:^y — 

±<Dm^s ^y^yiy-'^i m^t't. r^lPtr 

-r 



(38) ^^¥9 -5 0 3 4 8 8 

x^ti^^m-r^mnm^^mm^mitL. mm^xmm^^vx^mv. 
t^-D5kmmmm(Dm\^\^-^^oxmm-t6o ro-zy^^/K^^^^Cbiind end 
e.d sprouts) tti^s^^3i#L. 7ji^\^^x-m^mm^nx . mm^^-y'^M^-r 

(D^ymwt Lxmmx^ (mn^mj^m\c^\^'xmmm^tix\^^im^(Dj^ 
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-t'^tM-cmwm%w-yii^(o'&.y\^^\sxhh')o z.(Dir3'^\t. %fz.^m<DM\% 
h(Dmzm±.'fh^wmmmv^xx^fz.. z.(Dx,ifi-)^mt. %fzMm.m% 
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ot;£^s'6„ m^\z.^r>x. rcowtt. ^^^ff^^-r^mfBSB^icig-r^o r 

tL^c^«fil^m^i^fci!l;-^. li^iSctO^MSr^LCr. ttt^f^fuiSH^^r^^b 



(41) 9- 5 03488 



i.U(Dx.ofs^^-i'iLm^mmmtv.x) -k. ^Kmmmz-^^i^x. 
h.mmmm-k'i^M'f^^tt^x^^o 

mi^yT^^(Dmmmmfmn-xk\,f^h\.x. %%mm\^^n^m^wku 
hot^h. %%^(omm'kmmx^-6. m(Dwm\^^\^^x\'X. tm-^^wmmy 

%mmkMW:-r^::-th^mxh^o cti.t^J;'9. mitm^(Dtm--ikmMy 

7^ ^M^^^M^hti. i^^t Lxti.m(Dmm^^mmn^^^B^^f}mm^ 
h(Dmmm^^^ti^P5mch. t.fz.m^(Dii^mt(Dm^^t)^\^^\^^xh-^mxh 
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(Dtmmvh^t^^tbtix^^^. m^^'^^tf^^mmmi^x^mmmt. mm 

fi^m^s mw-t^%xh-^^ if-%^m^(Dmmz.^\^x\t. mm^m\mm^ 
'^m.m^'f^wMx^w^'m. {iM(o^ofi'^-umf(^imMLm-km.m\^x) -r 

^^thx^^. 
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^'MmnmtmjMik.'\i(Dmmt(Dm^m\^^\^^xmM^n^o 
mm(D^^m(D-'-DXh^. 

m\m'^^t^^tcmBi6xii-i-j^\cmnLfz.mm^h<^B^\z.MLxo^mf^^^^ 

ho r^lKwait and see)j ^ittM'^^V'^-^^m^^^tg^^ ^f^fil-i 

) (DMspm^^. z.(Di{^mKmmirh^\^^f^m-^^h-^vjm^MLxmmi.x. 
m^iiiimm^mmirh ^ 5 mWKrA.-mmmm'^^mm±~4Wimx 
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>i-«#^t^^^s ^(Dmmt±m(Dx^^m-ikwmmmmxwm^tix\^ 

ortex)mxh^. m^^mmcmmmMm. Mhmm&xitMMu^h±mm\^ 
. h^^^iti^mM^-^^hmmi^x^j^^^i~:6tcmz.nA^ti^o #t-iA^Ao/c± 
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mmm 

4100, ooo^Vi^ h >^m(0'^ i^y<:^W^-tt<^) ^KDMrn^. 3, ooo^Vw h ly^mx. 

yy<^w^^n-t6T^ =^ ym^mmmn^^F^ l-t. o. 02m 
Mmmm^mgMi \- ^ xmm-r ^ o 

A. bgn^^flK "Cam" )T->ir^ 

^mi^^^^X. BW(D\H^m't. :^r — :^^—:^{aix space) (D^^lCiiLM-t^ 

n?5^^@>^M^90%:JoJ:t/3%C02 (D^ 3 0 fsM h 

^^V—)V (v/i:^Vi±. -fey h/W:^. mi) o. 5%©7Ktt7^^/Hr;VP-;^ 
M^t. f»^^10nilTy =i-f^/cl9 1. 5. 10. SOmgO^^-t^^g-^Llfeo ^ =^ 



(46) #*5]l9 - 5 0 3 4 8 8 

tV;t-;57> y (Dage-MTI%h, 5 v^x ^ IN) i:]®ii]t~5 T-f (Zei 

mvm^L. -f ;^-v?^*ff^S(Vidas, Kontron; Etching, Germany) Ir^ffl LT 
(Matrix Instruments), :^Uyiy/<^'^\ M) ±\Z.M^ 

^^(7511 t 3 ^E^ft^=3f..^;^^^ ^-i^^^ (corrosion casting) 

fflb/Co 7^7^^ (Mercox)ttjJg(x5/ K-^^1±(Ted Pella, Inc.),l/:y7'V 

CA)^, 30->r^-^(7?i^CTi+^jMLTCAMMM^t^tC?^ALfCo ^(7)3^- 
-Y y^7- ^ ^^W^tt2. 5gp« /l/::^ ^ ;^CL-2B7i^° U ,t 0. 05g(7)ME(55%-<^/yV 
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/y<yi^^M.xwmVs y 5^ y^;^ (Philips) ^SMmw^-eis^t /Co 
T:fei9. mckm-mm\z.mm\^x%±-t^o :Lfih(D^^^(D^mt^WT&m^ 

mmmm t^\z.'^^Lx^mLx\y^?> imim) <, 

\.xti^}i-t^mM(.(Dmii^m-mmh^t^-^t^Ux^f^o :L(Dm^(ofM^. 
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30 31/31 100 

10 16/21 76 

5 18/25 72 

1 6/L5 

Z2yYa-jl 0/30 0 



^<«ot 0 LT*5«9 (^20111) . mm(Dmmm(o^mt. ututm^^y- 

it. IE^^^^#T-TO^< WiJ^tL/ce:^^o/Co ^^y-/V(D^^^^ti 5-o(7)# 
-o\,^X<Dm^.th-$cLfc^ Lf)^Lfj:^^h. m'^^\at^±(D 



• (49) i|#*^9- 5 0 3 4 8 8 

mux. :z.(Dm^}t. mcAM\L^^y-/v^m^Ltcmsmm^^\^'x. j^w 

xxi^mM(Dmmn't(DmMm^^mw\^x^r) . m<^xzthh(Dm^mi-i^ 
±fmm\mw-^fv6f)\ -tihmmAz.m<^j:ox\^tio iE-^^j:ik'^mm^m 
^^t. ikm-t^om^mM-^'^m^mmi^x^^ . -ij^^x^cDm^t^^xh 
o/co ^^y-jv-mmLtcy^-^omm^-is^^x. M^c^sifuW^SOT^^ti 
. ^tii-tik'^(Dm^m^j:i^mm^f'\t r^s (elbowing) j mMzi^^'omh-^^x 

''r6^(DiEnmxmmm^^fz.'r^tt^^x^f^t--^fc. m^tLx. :^y^>'^ 
■xxj^:='ju^y>'T±7--v\^i:^jfm^tifcm5k^y^-y'^r. mckm\c^^6^ 
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1 ml ©5%ELVAX (5%(Di^^ t'rr-yl-T^li Lfc^i^yCni^^l/V - WW. ) © 

^ n a 7^ ^ "DCM" f-^'^- ^ ^ n :/(Z);t-:?^"-(^|&#b^c^ Mi r> 

t^'^7^T7Vr^-7^( "PVA" )7X'l4'^IStf'f^aA-rSo ^V^Ts m^<7)M*0 
PVAi^#^>ljoV^T. o~iooMg/mic7)|5SlT»^-efe5o H»titt^^;^ 
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o M7mK7j^\^fct^U<. 50Ai gC0^^^50mgOELVAX't'^:iitAl?t§o 10%(DNaCl 

■J — y'i/cx— x-i' ;^/^X^±(Inflazyme Pharmaceuticals Inc. ) , /^V ^ 
y'^)y'4yl/=L-auV\fr^ tl^^1)^hA^'%^) ^ lral(D50:50 ELVAX;5t?y'-l 

-%M(r^^oim<^^\z:mm't'^o r^v^-t\ m~<n^. mwmm. (6-;^t°y K/v?t^? 

T-;^^?'— . yyV^^—^^Vf^ 7 7 ^/^^r/i^/f ^/J?^';^ ^ y — Xli(VanderKanp, V 
an Kell Industries Inc.), U. S. A. /?)^ b A^bIH) ^ftffl.bX, 3 HI. 200rpmt^ 
T42°CT 3 Btfs^^a LTH^-t-So ^ J: 5 LTHM bfc^/^^ 2 [e]7K4'-t? 

<5^^y— /Vj^ A® a"J^«uv/v is r^y-fe-f (uv/vis, ;i»ax 237nm, |g|]iB^SS.237 
nm. ^3t^;g325nm-T?(Dm)tryir-f, m^feiJ^^D/f^^^^^gmC] tf^l-^-t) 
J:i9tT5o ±15(75 ^JIII^j^ffiLT. 58 m g (+/-12Aig)[75Mg(+/-25Mg)](75^^ 
y-yv;^, ^f*T500M g (O^x^m'^i^^hnA'^^ 5o :mttl2%(+/-2. 4%) [15%( 
+/-5%) ] (7)7t;(Dfift. ^ fz.m. 2% (+/-0. 25%) [1. 5% (+/-0. 5%) ] (S*S2p) (D/K y 

-^^-To ;a--y^y4^T37°ci;c7)i8B#rBl(7)^:/7^y lo. 3%(+/-io%) [6%(+ 

/-5. 6%) ] (Z)±^ y bJiCtli ^ tl/Co 

/^5/:5^5^^/ie:ov^T«. ^{*T500m g cotU^^^^i^f?. ioo+/-15m g[83+/-23 

M g) ] (t:) :y ^ ^ AT ^ 5 o ^^^20% (+/-3%) [ 1 7% (+/-5%) ] (Z)/^ :y ^ y^ 

*3ctt/2%(+/-0.3%)[l.7%(+/-0.5%)] (MiS^P) ©:^y-^-^^-t- 
o ^-:/>'^'-e37°C-e(D18H#rBl(^^^y^'P 55%(+/-13%)[60%(+/-23%)]cD 

fM.^300g(D:7 ^ y v'-Y- (Fisher) yyV ^JW#L. 1^^;^|r](7:)±M$15© 1 cm 



(52) #^^9- 5 0 3 4 8 8 

f«ltl300g©7^ 5/ v^^- (Fisher) ^ :y b ^Mm-t^o MmmiM^i^^ LT. 
lSlxloNi^^tp2/10ml(75:^7j< (IMtg^i^^i^^). j^ffl(7)EM^^^!±l Lfc ^ 

5^ h:feJ:t/,^M»^ {yi^:tui:^y^:t>z:ini>--J5^^pJf {Radiologic Onco 
logy Lab.), M. D. Anderson, t ;r — h X^f-;^) ^{^ffl LT. lp]+i(^¥JliI 



(53) 9-503488 

^^mmm^noo +-fg)]i$rSMLT. w+zimrai/R^p^b. ^^-o^^^m 
rmmi'^.^tiz.i.y)^ MM^m^-rSo mm(DmM\x mGM:^T-^/^- 

#15-200 At mOTK y — feL-jftLW?l^j?fe:7 ^^mmm^n^ir^. ± 



(54) <|#^¥ 9-503488 

. im^f^:^'^ K!7^-t-^irM.T?i^ffii-o No. 5 :7l/>'^ (French) testis: 
f^:^V K^i^hbTlM^l^tcab. ^l^tB-To No. Ul/.^ {French) m 

K'7'i'-t-^^<9a:lU;^x-7^/i-^^^*-t5o t%y y Voi/m. ttm^^ 

^^b. yyV(D'^mm-^mm\^x. ^(DMm^~^t\^xM'o\^'ro ^^^/i-at 



(55) #^^9- 5 0 3 4 8 8 

-^(Haake)timM7m ir-y<-^y m#a:fc^J:tJ^^2'f y^t^^y hn- 

r)M) ^ 500ml CO /i^ :y h-/^- h/;^^-^- (=3--y^^(Co 

rning)^) . 4 X50ml/1^°y :/P t''l^>^3a'i:^W('t-/l/^^^^(Nalgene)). ^y^^y 

5>il«(GPR. -<5/^-v>'M) . i^5iJi'W-:7PT-^xVKjs 21. -<y^'^y 

M) s ^ h7-(Mettler)5>llf^#(AJ 100, 0. Img) . ^ b 7-7"V v^^/V b ^^/^ 
Wfi5^#(AE 163, O.Olmg). BB^'^y^- y ^ (Gilson) ^^t^o 

UMn. Tf^^)lJ'f'^y^ "PCL" . ^^410, ooo~20, 000. /Kyf-^^i/;^ 

X(Polysciences)i±. V—^)^^^^ ^^^WW^— ^T. USA). r55feifL/tJ ^ 
^U>-t-^cr:7i.Tir7^- h (BHT^{bP^lh^lJ^^5fet-5fci6l;i^5fc#b/c "EVA" ). if- 
y (DL)?L^( "PLA" . 5>^S15, 000~25, 000, 7^ y f---f V7;X(Polysciences) 
|±). /Ky t~^/VT7V=i— "PVA" . 5>T-4124, 000~186, 000, 99%j]P7K5>^l. 
T^l^Ky y^^^;^M±(Aldrich Chemical Co.), WI, USA). 

v?i5'Pi3 7(^>'( "DCM" %fz.\t Kj . -7^ yy^—^-(^yT 

^ (Fisher Scientific)) jo J; •O^^WTK^'atPc 

A. 5% (w/v) /K y "f^r^ (^fSM 
ff^-f^^;Ky-^-m'i$^;^^#bT. i.oogwcL^fd^mA. fc?)V^«#o. 50 

g (7)PLA*Dj:t>75t^tb/cEVA^. 20ml(7):ptfy;^-»^5^i/— 3 y^^ArMz.'^M'^ 
#'9^^c 20ml(7:)DCM^m*Ob. f^/'^'i' T^l-^^ Uo;6^ 19 ^l^^-fSo ^tb 

bc7)/MT/l-^^^& (25°C) tdTlBtrH^ (#'^lc:j:oT«. IsMSLTt^J^V^ 

B . PVA 5% (w/v ) (DMU 



(56) ^^^9- 5 0 3 4 8 8 

^ (omn^im ^:i(D}f-:fy-KmmL. ^(D\Hmm^27°c (+/-i o°c) k x io6^ 

mmnmm-r^^m^m(Dm\-m\^^xim-r6) 5mi(D^m\i°-<y^-^i^ 
m^mm imnm^m) u mmm^w.K2.5mmw'r^o mmw^^^-Y^ 



(57) 9-503488 

mitmm wmw.wm 

urn 1 0-^30 0. 1 /xm 

PVAgg 2.5^(ff/v)(BP-fe. 5% 5%0f}/vXm. ^ 3.5^(w/v)CHPt.. 5^ 

B^^mWi^m 500rpm(+/-50rpin) 500rpni(+/-50rpni) 3000rpin(+/-200rP!n) 
MWMWMm 500rpni(f/-50rpiii) 500rpni(+/-50rpm) 2500rpni(+/-200rpm) 

M'C^:f] looogCV-ioog) iooog(+/-ioog) ioooog(+/-iooog) 
(25°C) t^T-^^gtT. fi;f]TTf«/h^^^W^-^5o f-^XtglSo. 

mm^M^ T -TOE b /c ft . 5 ml g S] t"-^ :y ^ - ^ « a^Pj^ ^ I ^ 



(58) 9-503488 
g -y^ly Y/Vy (Eppendorf) 7^— T'Vl- b y -f-^^ ^ n j^'M) \^X^>h'^'^ 

—'y^iy^MTjv^ TLCT b-^-f if-. ^Il;^;^;^ ^ :/y . ;^~y;^f«W (imm 
%(om.^(0'fA ^(0%(D) , :^'yy; t^~— (Df-^ Xot^tD) , ^<7.V— 
(Pasteur) t°-<:y t^Vir^^ 4^° y y°o y ^ h ( "PCL" , 5>-7-»10, 00 
0-20,000, /Ky f--f^^/;^X(Polysciences)). ^ y-/V(->yV^ ^ ;^7;^^±( 
Sigma Chemical Co.), h /l^-^ ;^ , Mo, Mi^95%), l/>'t^~-;^rir■r— 

^( "EVA" , »Lfct>(7), tu(7:?ta0j!#,B§) . ^°y(DL)?L^( "PLA" , ^^^415,- 
000-25,000, xKy f--r^^^;^X), n ^ V( "DCM" -HPLC^M, 7^ y 

if-Y^^z-r-f 7^ y^^ (Fisher Scientific) ) ^'^'a-f^o 
A. y^>'bcz)nt0^^fe 



(59) 9-503488 

oorai(Z):^^y;^ t^'-:*-) ±-t:\ t ^x-i^y- K7 ptcd 6 ~12-(' t% 
B. ;^7"^^ bc7)t5j»¥Ji|S 



(60) #^5|Z 9-503488 

^jK\^'xmm'§^7K¥x^hm^-f<c:k^t^nmi^mir:Lt\zx^. m^^o 
h^'^.^K-^^m-r (mom „ 

mmi'f^m'oMi-::tKxvimx^^^K mmuom^Mut. ^fj:^^^y\i° 

^mmmm^mm-t^. m^^f. :ifib'immitii)m^tLxm'^(o^^ h 

•tS Ti^-^-^-;^ f(thermopaste)j .1; LT. (2) it^^/cfi#^c7)gM (fll;^ 
ospray)j ) i LT. (3)ii:^^/c«'#^(^^g^^ tTpjf^(Df-^ h $ tl. 



(61) 9-503488 

A. ^^-^ v(Dm^m 

^fc«t°y-1r:y ^°y;^yny^hy( "PCL" , 5a-^»10, 000-20, 000, yt°V 
f-^az>-;:^X(Polysciences), U^/b:/. -<y>^/W<^rUSh), ^XXl^^ 

a'9lXSo Cl(^/MT/^^50ml<7)7X^'a^1-5600ml(7)t~'-:*-(;i@ag-t-5o ^ 
» Ltc^m\C^MV]2^n, ;^/^f-^7^{^fflbT. C(7)y^LiZi^^Mfi-t5o B 

SfJif^^l^ (^$:tyc:«^TIIiJ^-) UT. 65°C :y b 7° W h) 



(62) #^^9- 5 0 3 4 8 8 

B. j-j :^-^u-(Dmmm 
'rj:^-fv-\^. A-^^fmA^m-^m^^\^'j^w\.tMmmx:h^. mm-m^ 

mmmm\-tm:h'yxim\^fi\^\ ^j.yxii'o%mmz.%m^h.^^o\^. o. i~i 
nrn(Dm-^m(Dmmm.\~t. m(D\mxy^^>-fmm-^fh^^-r2v^jvt \^x%m±. 

4 X50ml(7)4^°y :7°Dt°l.-^/^.L>f^ (-t-/V^V(Nalgene)M) . y" y y "7 W:^ 

m {-<y^'^ym) . i^^^'L^-:7nT-^x> (JS 21, -<y^'7l^m) J ^ 
b7-5>tf5^#(AJ 100, 0. Img). v^^/H-;/yWfi^W(AE 163, 

o.oimg). ^m^°^y^- (=¥/^y:/(Giison)M) . #S 5/ b y\ 
7"#ffl^-ny> (7.7-f :77-7t— ^v/^— X^;^7VX(Pfeiffer pharmace 
uticals). 20mllr^:7-K. ^"V^^^y^ "PCL" , ^^410,000-20,0 

00, 4^°y f-^:r-y;^X(Polysciences). v-ZUz-^^T, USA), 

m^^'f-^y^~:=-^l^7±T—V{ "EVA" , ?5t^^bf-ti(0. tu(7)|J?.0J#0?O, xKy( 

DL)IL@^( "PLA" , 5>^ii5, 000^-25, 000, 7t° V ^4 :^ . 7t"Vif^ji-r/i^ 

"PVA" , ^^4124,000-186,000, 99%;jP7j<^'-^f . T/P K ^ :y ^ :^ 
M±(Aldrich Chemical Co.), ^Jl^^:i—^—, WI, USA), v^yDny^i/( "D 

CM" t.f-it r^f-i/>^y ny kj , HPLc^a, y ^ yy-Y--^^ y 4 y 

(Fisher Scientific)), ^^tK, UM^7K (^^ h >'&7'> 5/ >^ >- (Becto 
n and Dickenson) ^fcji^fft'/^^ (D) ^^^'t'tho 



(63) ^^49- 5 0 3 4 8 8 

1. 5%iw/v)r^v-^-mmmm 

MM-t^^^'V-^—'^m^i^^VX-. 1.00g(7)PCL^/cfmA. fc6V^«#0. 50 
^M^o y^^—^i^MLX. 20ral(DDCM^^^JPL. ^yUTMLl.^^^ 

^ti^^-r^o :Lfih(Dyurji^^mu (25°c) \zximmh^\^^tm^-v 
-r-y^mm-r^^x m^\^^^x\t. ^rnxmrnLxh^^^) ikm-r^o 

^bfc5%(w/v)PVA#r^ (^»!I8) ^%^ir^:Lh\z.^^mMx^^. 

-:fy-^^y<-^'y^xm^\ mm^^^m^^^\:^^o 3oomi(7)zK^^tp2oooffl 

l(D:0y r (Z)t:^— &@BS1-So r (Z)PVA^85°C:jej;m00rpra 

m-t^^xmw-r^o mp\k(DmmnMmtmi^^<^xi^^x^ mh. m 
mm\tmmK^j:6n-fxh^o \^°^yh^m^Lx. :L(Dmm^:ffy:^m-f^^ 
#^t5^^#u 4°c\zxm^2:fyMm^^i-^o ^(Dmmm^m^tat^^m^ 
. mu^xMu-r^^xh^o 

t K[^^c:|^fi#^m^iag-r5o lOOmlCDl^a. 5%PVA?tt^^^ 200ml 

m\^. 't(D^^mm^27°c{+/-i°c)\zxio6^m^m^t^^^o m:t-^<--^^yv 

^t'#a(^(±i^^i^l:3000rpm(+/-200rpra)t^f^^-t-So H^::^-/^^ ^y mtm^ 

'fu-vmmAmm(Di^6^\:i^xAtis mmm^^m-t^o 5mi©ii{)t°-< 



(64) ■ 9-503488 

•f^fz-^xz.. :L(D')-y ^-^^—^^^^lo^^m. ioooog(+/-iooog)^cT]i'L^M 

Ity^ATMZ^^^yy^X.. (25°C) ^CTlB^TOMb. fi;^f^fflTT^ 

(cAtbSo r^fi^^wi^io^^fHl. ioooog(V-iooog)^cTji'L«Jit"^o ±tl^lt 

T. ^1/5/ b^20ml(7)M^:^7K'1='}-Sil^^iir5o ^ (^f^t^^lO^PHl, lOOOOg 
§ o -r S :^7X (7) #t4 . ^i^^i^ <^ $ n 5 e^^r-f^ Mis (ii ?^ 1 0% w/v) J- 



(65) #^^9- 5 0 3 4 8 8 

^Ky-v— (^5%DCMiglSlOml (^(DXg^#RSJ Tfea/0^fe"efc5o 

7< ik^-^xm.\^'ii.Tih~^Mo '-(X^^x. myr'v-^-m^m^w^x 

r^v '^-\mm\-mm^tis :ffy:^±\^^x^Hnhti. mmm(Dmm\^i^^x. 

-m%^^y y^:^^hm^^^^:i t (D-^mfj:y /i-J^ t-t^ :^ ti)'^x^ 



(66) #*5F9-5 0 3 4 8 8 

, *10, 000~20, 000, f-^:3^:/;^X(.Polysciences)). :^ ^ V — ( v- ^5^^ 
V{ "EVA" ). 5Ky(DL)fL^( "PLA" , 5>^S15, 000-25, 000, xK P f-^f ' 

X), ^:>^nD7^^>'( "DCM" . HPLC#^, :7 ^ ^y-t-i^-r ^^^x ^ :7 ^ 5/ ( 

Fisher Scientif ic) ) Ir'S.-a-f 5o 

mm(D^j^m^m^'t^fcm^. %%mm^'p^ m:mmvzL(D{ifm(D <io%) (oim 

^^ft©pa^ii:^20mi(7):^7;^-»'^i/-->3 ^//MTyi-t^*i9 1 \ +^ 

;i^cEt>b<fm-#-r§^\ fc5v^«rn^ilJ^'®ioT. ^^i^L/t^^i^-ef^^-r 

3. y^/i-i^(Z)M^¥Jii-q^#^JF^fe 



(67) 9-503488 

. mB.(^^-V^-mW(Dm'^^,^mn (:t/h5ml) 5^iJ(Z)20ml(D;^^9;^->V^l/ 

^>^mxm^xm.^x^m(o'^^^mmt^o ^^m^t^ f^^M±tc:ii^/^ 

arbopol)925(|S^^fS. y K-f -t-^^r 5 ;*/W± (Goodyear Chemical Co.)). M 



(68) #^-^9- 5 0 3 4 8 8 



pE^7.4:\cmn'r?>(D\c. m'Bmi^m^^ir^. -Kpm.i-^m^^titih. m 

^Mz.:^y^-^^^. 2~3H#micfi-tSo :L(Dmm(DmM'ik. pE-^mBtLX 

mm^ti-h v ^-hmmmmLx. pH^7.4{^i)iii-r5o ^(7)>f>$rTOTOs 
LT. pEf)^7.Ax^^xh6:it^m%^-r^o m'^(Dpmmj^^ti. ^^o^^-r 

§ o 8 ml (Z)5%w/v;^ 7^/3^^ ^^"-/V^^'/^ 8 ml ^ 7 ;^ t~~-- — KAtl So 2 ml (^1^20% 



(69) 9-503488 

0mmimt±'7^m^±yi-° v (a, i-%m) (pla) 7t° v tw-±'Mm^^^'^ 

- (EVA) n i; - i 1/ :/ K ^) b tb/c ^ y -/^.a j^^/J^Jt 

rtLb^i^-e^^ffi hf-nmi-t^^y-J\- (mfl^/^V^ ^ :^/H± (Sigma Che 
mical Co.) (-fe^-byW^, MO) i^^b^Abfc) v PLA(^T-*124, 000 186,000 
, 99%tlU7K^M^. T/l/KU :y^<>"^:^/^^±(Aldrich Chemical Co. ) (^7Vr>;^ — 
=3r— , WI) /6^feIiAb/c)*5j;t;v^^aP7^^^(HPLC#m\ y^iyv^^^f"^^ 
>'X^y^ 5^^1±(Fisher Scientific Co. ) ;?)^ b^A) ^^a tfo ^#:^ii bT^^ 

A. m-m(Dmm 

2)o mm^m.mi-tl\ts 20ml(DdCU^(D5%w/v:^V^-m^^. EVA:PLA(D35:65~ 

90:10(D|QH(75yV^/ K^fiffl LTii^i-^o 20ml(D:ffy::^y<'^T/V^(D. 2. 5%w 

/v pvAi^r^BmUc. imi(Di^^°y^-'^lK^m#booriT-t^o e^om^T^^^ 

^^^T/V^. ^j^?f^;i^^S (7T>7^V^=3f-^:/'7°(Vanderkarap)) (D:^-— 
/J)^^40°Ct;i. 155>;0^^tT,«fe. 40°C|;iT 2 Bmmif-r 5 o y<^T/V^SOOxgKX 

m'bmmv. mu^m^y^^^xsm'&c^'r^o ^-D^^oEVk-.Fuyr^v -^-y^i^y 

Ki^*5V ^T . 5j-t^t /cft?Ub^iJPVA(7)lVt*(75fc:fe|;i. fr#/J^^^1^^/yVv«fm-^f 

o^^^^=[i_ (^1/,;, l.^^.|^/J^^(^lli) xiooi/cOT^^^y-^-fi*) 



(70) #^5p9_ 5 0 34 8 8 

J ^4fS®5> ^ > ^ tL^^tL2. 5%w/vPVA*5 ct U^^5%w/vPVA^^f^ ^ ^ y — /V/tK y 

^V^(^^^y-/^^i^^. LTtK : ^i5^y-/^ : T-fe hri h y7K37:5: 

58) ^r;f£» 1 ralX^T'^ffl b (-<:y ^•^:/T'f y ^ 7^5/ ^ (isocratic)^°>':7°) 
, C8i|&|@ y A (-< 5^ ^ ^) *5 J; t/232nm(Z)UV^ t±S^ ^-f^ffl L /c. HPLC }C J: 19 
^gij^i-^o r(Dttffi^Jlll(Z)IlllUi^^^^-t-Sfcfc(C. 100-1000 M gc^^^»<^^ 
=3ry-/^^lml(7)DCM^|Ct§1^fL. |Wlti^=effttU¥li^ 3 iUfj 5o 011X^(1 

y 5/y^fi;i:^cl5ml:;^f^;^Wf-10ml(Z)10mMy V^lgf I^7X (PBS 

; pH7.4)*5j;m5mg©>5?df y-/P^fi^^L/c^/h^*^AtLSo 37°C(^ 

TBff:^(DB#r^rHiPi-t?^y7^y ^-^^^au. isooxg^^Ts^^rHmL^MSL. 

S±?1^5>ff(7)@6^-C##-rSo ^/m-<l-:yb^. 37°C(CTiTf'^cePBS(10ml) 

^5>t^b. .JbtEt^1t^;iHPLC-r5>*lfi-So 

D. ^^Mm?-»il(SEM)M^ 

7^ y 5/7°;^ (Philips) O501BSEM^^ffl LTI«^¥*^1i,^^5o 

E. CAMlff^ 



(71) i|#^^p9- 5 0 3 4 8 8 

^±-r^M\^(D/\^^\^M/m^'^^f^^fl^o 50:50 EVAiPLA^^b-y Ktt^^fT^^t) 

^-oV^T10-'30mmTfe'9. t/c r^^>^.?J m50W^M^^C75)|^^^l$5Htt. 
. !»/J^ftf->'7V^©) 95% (fi»S2p) fcoV^T30~100m^lTfc5o T/h^/^ 
J fc^j^-O^ r:^t^^J )|&fl|5ISi;ifcnt5^^y-/l/&tfiitbfc50:50 EVA:PLA^/h 

±<^-^\.f^\\ 50:50 EVA: FLA® /h^^<7)^=3f.y ^y^^^^jj^^^ /Ky-^-BOmg 
^=^y-;1^100-1000iTig(DtgIS(DM^^y"/WIit^-*3V>T. 95-100%-T: 

m-^fifi\/^ x> ht-x;^ h ; p (0.05) o 

0. 6%w/v —Mm^O : 50 EVA : PLAt^/J>5t^^ b (7) :^ y -/K7)i^ai (7)|ifl§^^ 



(72) ^-^^ 9- 503488 

\z.m.^'m'^xh^(D\z.-\-'j^fmi^x\ mmm^-( h\amm^ikii\ir-<^xh6 
m^nfm^xi^kiiii-?)(D\z.jx:<m^^nx\^^:6. 

ii^-t^^ci6(D/jf y-r-^#:tiWi LTStR^n^o \.t^\^fl-h^h. 100% EVAT 
^ttT^M^ttTfci9. AP7K^^?(-J;^)5>«$tlT. #ti^^{-f1^W^tL?)^ 

^L. ^nf.=^*°y-^-^{^fflt-t{^jtt/^cm^ai^t)^/W^^. 

&f - !7 >• (Doll inger and Sawan) ttPLA t EVA ^ ^ Ul^ V bfc^-^. PLA©f>^^-# 

|^-7V:/K4'(7)EVA(^fiJ'a'(Z)ti:;k;(c#oT®t/5::i^^b/co 



(73) #^^9-5 0 3 4 8 8 

^ 1 5 A 0 . i^EVA : PLA:/' 1/ V K 4^ ©PLAcDi;b^ If ^6 5 i . l^'^/J^Jj^^^^f (D 
(^^T(Dif3^t:1l. 50:50 EVA:PLA-7'^y K^jliR-f?)o 

^ J; ^) . # fz-o T/jx ^ J |^/J^^t^l5%w/v7:^ 6 v ^pvA^t^-Tr^j^fe ^ 

mi^m^^K%i\:-^fif^'^- y -^-/^^^ ^ y-yv/DCM(D/J^ ^ mm 
p% ^ fhfz.^m.m mm^&w ^nf:: -7^(7595-100%^-^ Ay-ev ^tz. 

50:50 EVA:PLAt^/m;6^^>©^=¥y-/KD;^aiiiittt#S{-|g;< ^ m^t^^V 

W - *° V-^—^hV^^:^. «EVA;^ ^ ^ (D^t) (DWcm 7^ :^ X A 

htl^o PLA^EVA^(757"'l/>' PLA'f'cr)EVAM30~70%c7)|S!S^^^"9^?l^P 

tt^/c«i:ffit4(bicontinuous)-t:fo5:: <^^VT^^tLTV^So ^2»*/cttii®^rHl 
37°C^crPBS/^5/77--^"t^iit/c^^|^^^Cfc^V^T. PLAtt^OTK 



(74) #ll¥9- 5 0 3 4 8 8 

(^1500) (D50B&.\H\:i^-r^i)\ m^v -^-y'ui^ }^^f)>h(Dmmikm(D 

6 o 50 0 (D^^/J^^t >:7Vkd^ v =^ ^ ^> 3 ^-fi^ tea® "t ^^^y -/^Dt ij 

LT. 94%+/-9%*3cJ;t;89%+/-12%-efeSo 
:^i^y-^- lmg^/c:i9 6mg(0. 6%) ^feif Lfc^/Wtts. t 3 ^^K^CAMi^iliBM 

^ri^mm-vi^^Ltmrnit. ^Ky (e -:^y'°n^^ h>^) ( "pcl" ;5>^»35 

,000-45,000, /^^°y f-^:n>';^X(Polysciences), U—V>'h>'. PA/6^fe|fAb 
^ii^^^IiAbfc^(7)). /Ky fc^'^/VTyi/r3-yw(PVP; 5a-T-Sl2, 00~18, 000, 99 

A. %/J^BJt<Z)gji^ 



(75) 9-503488 
y— /V^190rag(DPCLi:^. 2ml(7)DCMj;i1^i§?b. 100ml(7)l% PVPTKi^^^i^^^ L 
. lOOOrpm^CT. 25°CT 2 B^f«it-i-So (D|t/Ht©i^«^1000xg}^T105^ 
Wm'b^mLi^y^'^y. GPR). #bn6m^5t^7Xl?3lll^a 

/hJ^ (^^y-/^^^^7t^v^) ^±tso^p<f«-t5o i%*5J;OT/oC7)^=3ry-;v 
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